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(57) Abstract 

Preventives/remedies for glaucoma containing compounds having an Rho kinase inhibitory activity, in particular, those represented by 
general formula (I), wherein each symbol is as defmed in the specification. These preventives/remedies are novel ones having effects of 
lowering ocular tension, ameliorating optic papilla blood flow and promoting humor aqueous outflow. 
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5 Nature 389, 990-994, 1997 )o R h o ^-r—"^ lifkm±.^Bfi^i:i'^^'t ^ ^ t tl^iU 
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Rh o^-t-— ifP£SS't4^W-r'5<t:-a'#J(75E^ffljiillWO 9 8/0 6 4 3 3 -^{C 
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f^f^WpmT*fc5JbtE (1) *fc{± (2) lE^c^^^-P^JPti^ES • 

10 (4) Rh o^i—^m^fs\^=tm-r^it'^m^^. (+) -h^>'^-4- (i-r 

^ym^ylx) —1— (4 — t" y ■i>V^;*'/W<^-</U) v'i^ n-^:3f -tl-V, (4-) — h7> 
;^-N- (lH-t°na [2, 3-b] t:° y V - 4 - /l^) -4- (l-T^;/ 
^^/i^) K\ (R) - ( + ) -N- (4-t°y>?yi-) - 

4- (1 -T^/^^/l-) -<>XT^ F\ (R) - ( + ) -N- (1 H-t°cic2 [2, 

15 3-b] t°i; 4 --r /i^) -4- d-r^/^^/i') '<:/xt 5: K^Jctt// 

(5) Bg^BFfS^ffl-e*>5±lE (1) fE«t<7:)i^[^P^i='K • f^S^^'lo 
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(10) Rh o^^r-r—^'mm^i^^'H-r^it^mfjK (+) - hy:y:^-4- (1- 
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(11) Bg^Rff^-^ffl-efe-5±tB (7) mm(Dm^m(D'f-p5 ■ i^w.mmmmf^'^o 
(1 2) .^ji^ij(Dfl5ST'*>-5r i:^ii#m<i:-r5-htE (i i) mm(Dm\Hm(D^p5 - 

(13) w^fio Rh o^-r-^mm^^^'^-f-^it^m^m^i^i^^-r^-t^ 
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^X-N- (lH-t°t3n C2, 3-b] t° 9 4 --T /U) -4- (l-TS: 

ym^yW) v-i;^ o-^de-y->;^/l.4^>-t^^ K\ (R) - ( + ) -N- (4-k°yi>Vu) 
10 -4- (l-T^y^^/l^) ^^-XT^K. (R) - ( + ) -N- (iH-t-no 

[2, 3-b] t'!) v?^^-4 --f/u) -4- ( 1 -T 5: y^^/i-) '<:/XT5:k*5 

(17) mm^(D^^/jmmm^^x^hh±.m (13) aeictD^ti^ptoi^p;^ • 

(18) ,iL#-^(75^-^7i^^Jg{Cj:5t.(75Tfe5:i<t^#m^:i-6±f2 (l 7) he^ 

(19) lif^|5$i^[S^; • ihWM(Dmm(D^(DRh o e^PfiSS'l4^Sr^i-SfL^!t^ 

20 ( 2 0) R h o =>r^— IfPl^Sti^^i-Sfb^i^/i^TtiZ-^SsC ( I ) 
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5 (22) Rh odr^-if[5a*fgti^Wi-S{k^!^/j5. (+) - hy:^^-4- (i- 
T^iy^^/i') -1- (4 -t"!; v?/i';^/w<^^/u) v/^:' a^dfi^^^ (+) -h^ 

^-^^-N- (lH-t°crc L2, 3-b] t° y v>V - 4 - ^ /l^) -4- (l-T^ 
yrc^/l.) ^^dr1^>';^7/^^>-t^^ F\ (R) - ( + ) -N- (4-t°Uv=/l') 
-4- ( 1 -r ^ y ^^/W -<^XT H\ (R) - ( + ) -N- (iH-ftaa 
10 [2, 3-b] v^^^- 4 -4- ( 1 -T =: y ^J^^/U) ^>XT ^ F*3 

^xj^y^fzii^thh(Dmm±¥Fm^ti^ ^mH))mx-^^±m (19) iEgc(7>j^fflo 
(2 3) ^tt^iPtif^i?^ • f^»j/j5Bg^F;f*^-^fflT-fc5±te (19) mmcDmmo 
(24) jtf^ipt^p^ • -i^^Mr^^.mMcommx'h^ z t ^wm. t-r^±m (23) 

15 (2 5) ..LIE (7) ~ (1 2) cD^/^-rt^;^l^^^rcli|i!6<7)^F^I^(7)i^[5:^ . f^^fflE^mfig 

BaBg^^i"o (n=6, * p<0. 05. ** p<0.01, *** p<0. OOl) 

BM^y^-'^JgLfcBg^. Oli^RSag^^Fi-o (n=6, * p<0.05, **p<0. 01. 
25 *** p<0. 001) 
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1 X 1 O-^Mc^-fb-o-J^Aer. BtiS X 1 0~^M(7){l:^i|^A^, A|± 

1 X 1 o-^Moyit'^mA^i^-^Ltzm'^^^'ro 

5 HI 4 2 C 0 . 1 A] ( a ) ^S^X/mtmi 5 [ 0 . 1 ^it^^Ci 

fA«-^JSft<7)0$FBT^^7^-r, •li,^Jgm^,^JML/cflg^. On^mm^^-To (n=6, 

* p<0. 05, ** p<0. 01 Student' s t-lest) 

m 5 iiUJife^il 3 [0. 0 3%{b-^!!^A] (a) Jo J: O^HjSgfi^'iJ 4 tO. 0 3 %{b-^!fe 

10 b: (b) cD,^.Ds^i)(DiE?i?sgj±('*f-r6ftffl^^u;^c^'^:7-r'fc5. mm-imm^. 

* p<0. 05 Student' s t-test) 

menmMme co. 0 3%{t:-^#ic] (c) isxifmmm7 co. 0 3%{b^ 

-f-o (n=6, * p<0. 05, ** p<0. 01, *** p<0. 001 Student's t-test) 

m 7 nm^M 2 c o . 1 voit^mA^ ( a ) *3 j: ximm^^\ 5 c 0 . 1 yo\t^m c ) 

m-^^u^mim^Wy.m^. mmt.M.mk(D^^Ti\^^--ro •\-±.^Mm^MM\^ta^ 
20 ot**tRsjg>^7j^-r„ 

(n=6, * p<0. 05, ** p<0. 01, **+ p<0. 001 paired t-test) 

25 plateau iris syndrome . ^^.^Mlif^Pf. ^'TD^ Kifel^Pts 7KH^f*^t7)gt4Stf^Pt^ 
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;*:^P>^{wio^^T. Rh o^-f-—i£ tit. Rh o <Di^mticm^iSmt^t\.^± V 
>/:^U-;^=->^-r—^^M^-^^. ROKa ( R O C KI I : Leung, T. 

J. Biol. Chem., 270, 29051-29054. 1995), pl60ROCK (ROK/3, R 
OCK-I : Ishizaki, 1. h. The EMBO J. , 15(8). 1885-1893. 1996 ) joJ:T>'^ 

mt LTfi. R h o ir■pa*^^/8^w■t-5'b(7^T-fcm^v^;e)i/^-5 t(7)-et> cfc < , 

10 o^-r—^^mm^s^^'^-^-^it^'^^w-^x^iib^^ti,. ^tz-i^^mi:iiz^\zxmm 
^mimm^. — flxst (o *5j:i>— ssisc d') (7)^m^-<Dmmi'i'Ao)m'ox}h^. 

R. R\ RMciiattST/^=>r/l'<bl±;K^^l~l OiiacDii:miyc*fc{i5>13^^:|^(^ 
15 ^2^^^y^. m^Wi-f^f^. -<>^/K -^=^v'/^, / 

R, R\ RM:i*3l-tSi/i^ oT/w^/wt (iv'i^ ci:7°c7 tvi', v'i^' n-7"^/p, 

20 R, R\ R'iZ.isn^^'i!^ ^T/l'^/l^T/^^/^tn'^l!^ ^T/l-^/l'Ufjmsd.^m 
^j-^^t^tc^T/V^/U ^^/l-, :7"c7tV^, ^y^utVK ^"5^^^, '^^'^^ 
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5 ^^r/l'^Wi-'S t,(7)T'feoT. ^^-v^VW, 1 - 7 31 2 — 3: — /V^f^/U, 

R. R\ R' {;ii^tt6li±ic:Mi^S^^LTI/^T'b nT/U=3r/U, v^^^ a 

yyU. Tf\^^}\^ (R. R\ R'{.i*3lt6r/>^/^i:lW!^), T/i^^i^v/ 

R\ RM^*5tt-5T^/^=^/l^<ir|W]^). ^NDT/l'dr/U (R, R'\ R ' L 

15 np<^/U, h y :7/V::d-c ^'^/l'. 2, 2, 2 - h i; 7/^:*-n m^/l^^ 2, 2, 3, 
3, 3 -^VcJ'^/^^n^n tVP^^Tj^-rj. - ha, T?/. ->Ty. Tv^K^ 

y/, 1 — f^yyv^^. 2, 3 -v^t Kof^r-y— /u- 3 --r/i^^/j^^ij^n^tLSc 

/L'dr/l', T/l'=^>'l'^/j5#tf ibtl5c Cl^T. T/^^/l^. T7''^=^/l^> ^NnT/l^ 

R2(:::|ot-j-6r^u^/i-<ttiRs R\ R M^*5lt ST/i^^/ui: |WiaT-fo5o 

R\ RN^^aita^^P'iT'^. T/l-dr/l-. T/L-^J^v-. T7/^^/^^lR. R', R' 
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T^y, ^<u!JyuT5y> tv-=; o ^ /wT 5 y , -<i^yV/^T 5: y . :7^=:yurir^ 
15 /I'T^y. -T-j^— /v:/!:! t°;^— /ur ^ y . :7 3:.^/u:y^y /ur 5: y^^TF-To 

20 R\ R''lc^o^tST^/V=^/^::?^^'>i:{i, ^coT/i^^/i'^ic^^l^ l ~ 4 flilcDT 
:3i^/^;^-:Jrv', 2 - y zz.=:.)VaL=f- jv^r^ . 3 - y' 3:. ^/V:7°a tVl'::^-^ i/. 4 - :7 
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-yiJ f^'if^^-'V, y h^v':*/u#'— /V. V^lyt) f\^if^=-)\^^ |g3^^7'h 

10 R^lijot-t-ST/U^drv'.irfiR. R\ R ' distt S T/l^ =i ^ <b Isj^-CfeSo 

R = {C*3lt 5 T /i- =^ iy:i3/\y7r^=-/l'it^^^ t T /I' =1 v^giJI^^^ifc 1 ~ 6 m(D 

R-'^(c:4ott-5T/i-;*/'Y /i^^^^v't tt> T/u-:^ / /^SBi^io^^^ 2 ~ 6 flU^OT/U;^ 
y -Y/l-^^i-^ ^(7:)T^oT. Tir^/U:^:^^/. y°o :7'^ U /U:*- 

20 R^(c:ioltST^/.i^^/i':^=¥i/::^7/i'/Jf=i/U;*-drv-t {1, T y /u^/v-SiScDT/i'^/L'^ 

25 RNc:*^^t5T/^=>r/^^iR. R\ R ' {^^Dntar/L'^Jryv.i: |WI^T-fc5o ^fc. R\ 
R«{^*ott6T/i^^/KiR. R\ R'{;i*3tt'5T/^^/i'<f:l^||T'fc'9^ R^ R^d 
*3tt5Ty/U'^/L'{lR. R'> R M^Jott 5T ^/y^r/i.^; [^^X'fc5o 
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/U, 3, 4, 5, 6 -v^ h7 k Kd fy 2 — T yl-. 3, 4, 5, 6-7"h7 

t 5; v?>- 2 1, 3 -;^-^1^y"y 2 ->r/^. i, 3-f^Ty' 

10 -2--</L'. -<^'y'^r y"— /V'- 2 ->r -<>'y^::*-dr-y-y— /U- 2 --f /U'^;^^^ 

Vfhiv^. :l:i-X:\ x^d^v, T/^^/i^. t/^^j^v-. yNor/w^yi^. T^/i^^^/i^ 
irfiR. R\ R '{;l*3^^T:^^Lfc^)(7)<^ fRl^-efcSo 

15 ^NDT'/U-^/i'ttiR, R\ RMc*3V^T^Lfct>CDi[l]^T'fc5o 

^v-t'^/I', 2 - t Ko^v-^^^/^-s 1 - t Kn dri/jn^/l^^ S-tKnarv/^^n 
tVl/, 4-t Fndri/:7'^/l'^;55^tf bixSo R ' M::*3it -5 T/V^/Hi R , 

20 R\ RMc:*3lt'5T/i^dr/uip]^-efe'9. R'°. R " (cjott5^^Dr/u=¥/K T/^ 

:n^iyij;V7^^=.jV\tR^ R\ R ' (Cjol/ ^T^]^ Lfc t i: I^^T-fo I? , R'°, R ' Mil 

iin^Tyf^^M-XR. R\ RM^^Dttary/v^/i-tlWiaT'fc-So R'°s R'';55 
25 Llwjolt^T/l'^/HiR. R\ R ' tC*3tt'5T/i'^/i^.!r|5]|tT'fc-5o 
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L(^ib'lt5^y • ::^T/U^/l^T^ yTvVdf/U,t(±, j^^iS: 1 ~4 fla<7)T/^^/^T' 
/u. tvuT ^ y y ^/^^ y^/i-Ti y y i/^'^^^r ^ y y ^/i^. 2- 

15 2 5: K^^/u, 1 -7^/1^-1' 5; K^^^i-. 3 -7i?/L"< 5: K:7°ci tvu, 
4 - v'^/W 5: Kt'^/u, 5 -:7^/u^ 5: Hv<>^/^, 6 - 5: K^:3E^v'/^- 

B!ciolt-5T/u='^v'(iR. R\ R '{c:*Dlt5r>'i'='=^~><!rl5l^T'fo6o 

20 Bd^DttST^/i-^^/i-tiR. R'> RM'*5tt5T^/u^/i^<tlW]aT'fo6„ 

B(c*Dlt'5T^/i'^/i^^^>'f4R\ R''{::*5^t5T^/^=^r/^^dr■;>^|Wl^T'fc5o 
B{^joit5T 5: yT/vdf/KiL(;::*5tt-5T 5: y r/^dr/i-,b[W]^T-fc5<, 

25 B{wiDi-t-5T/i';^y-r/L':*-^~>T/i'^/i'<irtt. 1 - 6 m(Dmm^i^rzii^^ 

1$^4^coT/i-^/K^©$^ii: 2-6 i@C0T/U;t7 y 4 /v^fi^^^-T 5T/l-;<7 y /l-:^dr 
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10 V'/U;d-^i>-:*'/l'^~^/l'^ ^/l^, p< f>drv';^7/^;}f— /U-^^/U, h :3f ^>;<7/^4f- 

;r =^ V ;^ #~ =■ 9^/1-^ ^ tf ?p t^ 6 o 
Q3{Z*5t-t5T/l'=i*~>«R, R\ RM^*3lt5T/U=3^^>^|W)aT'feSo 

Y 1^*3 tt -5 T ^ l^V <t tti^^^ 2 ~ 6 flgcoM^^^ fcli^1:J^4^ COT/1- 

R b (::jb'it-5T/i-^/^i:fiR, R\ R MdisitST/u^/i'.^ [5]^-C'fc6o 
25 R b ^:ljatt5T7/^=^/^i{±R. R\ R ' i::*5tt5T^^i-^/i'<t IWlllT'foSo 
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(lH-t°nc2 [2, 3-b] t°yi^>'. IH-k'no [3, 2-bD M'Uiyl^. 
5 lH-t°nn [3, 4-b] b° y v> ^^^) , l::°-7y"Dt°yi/> (IH-t'^y'D [3, 

4-b) fyt^v, iH-t°7i/t3 [4, 3-b] t-yv^^-^), 5 k-y 

(IH — (^yyi4, 5-b) t°yv^>^), t-o □ k°y ^: ^^^^ (lH-t°nn 
[2, 3-d] t-y^v^^, lH-t°an [3, 2-d] lH-t°n 
n [3, 4-d] t°y^-:/>^), f ^y'P fy 5: v?^ (lH-t°^yo [3, 4- 

10 d] t°y$v^^, f^y'D Cl, 5- a] t°y lH-t"^ya [4, 3- 

d] n'VK'j^m). ^iJ^yfy (^^yy ci, 2- a] ey^v^;/, 1 

H-'f5yy"C4, 5-d] t-y^v^:/^), k°a a h y Ti^> n [i, 2- 

a] -1, 3, 5-hyTv^V. t°no [2. 1-f] -1, 2, 4-hyrv^ 

t'^y'chyri^^ (t°^ya [1, 5-a] -1, 3, 5-hyTi>>^). 

15 h y ryt^ t°y i/:/ (1 H- 1 , 2, s-hyryn [4, s-b] t'yi^^-^), 
h y k°y 5: (1, 2, 4-hyTy'n [1, 5- a] n'Vxi^iy, 1, 
2, 4- hy ry'D [4, 3- a] t°y^v=>, ih-i, 2. s-hyryn 
[4, 5-d] t-y^v^^^). v-^yy:/, ^^yy^. ^yy^-. t°yKt°yy 

v=> (t°y K [2. 3-c] t:"yy>?>^), t°y Kt°7i^> (fy K [2, 3- 

20 b ] , t° y K t° y 5: ( t° y K [ 2 , 3 - d ] \i°v t° y k 

[3, 2-d] t°y ^ v^^-^), fy 5 Kt'y ? (t°y 5: K [4, 5-d]t°y 
^>?v. t°y5K [5, 4-d] t-y^v^v^), t°^i^y t°y 5 {n'yi^y 
[2, 3-d] t°y$v=>-«^). ■:h>'^yv?>' (1, 8—ry^Ui^:ym). Th'p 
ypi:°y$v>> (xh^y'D [1, 5 -a] ifvx'Ji^m. ^^yfyv-v (5^^ 
25 y [2, 3-b] k'yv^:/^). ^oiyt^y^v^^ (^^y [2, s-d] t:°y5:t^ 
^^). ^ryot-yv-v (^ryc C4, s-b] t°yv=>. ^ryn [5, 4- 

b] t-yv^^'^-), ^ry'D t:°y 5 c^ryo C4, s-d] t-y^v^^, 
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ya [5, 4-d] t°!;^v?>^). :;*-3rf-y'p t-y (:^-dfi^y'c [4, 5- 

blt'i;t>'>. :pt^-^y^ [5, 4-b] }i°Vi^>m). t°!J 5 v/V 

dr-t^y"a [4, 5-d] V ^ i» . ^^-^^-yn [5, 4-d] \l°VXi^>m). 7 
nt°yi/> (7n [2, 3-b] ^°V^:y>. [3, 2-b] t-yv^^-^), 

5 t°y ^i/^' (>'o [2, 3-d] fy^i/^, [3, 2-d] t-y^^/'^-^) , 

2, 3 -V?!:: Kn t°n a t°y (2, 3 -i/ 1 - i H - t°n n [2, 3- 

b] t°yv5>, 2, 3 -v^t Kci- 1 H-t°cin [3, 2-b] t°yi/i/^), 2, 
3 -i/t Kd t°n CI t°y 5: (2, 3 -v>~t Kcr- 1 H-fc°aa [2, 3-d] 
t:°y5;i>V. 2, 3 -i^t Kn- 1 H-t'nn [3, 2-d] \i'V 5, 
10 6, 7, 8 -7" h7 t t°y K [2, 3 - d] t°y 5 v^>', 5, 6, 7, 8-7" 
f^tKD-i, 8-^7^yi/^, 5, 6, 7, 8 -7" t Kcidr/ y 

J!^.^^;ii>;!7/P;J?— yUT't) ct < . fctx.{i2, 3 - v= t Ka - 2 y t°c3 n t° y 
2, 3-v^tKc2-2, 3 -v?;^=Sry t'ua t°y i^^/. 7, 8-v?I::Ki:3-7 
15 -;*-^y-l, 8 -■:)-7=5^y i^^-, 5, 6, 7, 8 -7" h 7 t Ka - 7 y - 
1, 8--ry^V i^^^^h^^n^o 0* L< {it°y t-an t°y i^^-X-feSo 

^fc. ^tu^cO^fi^NC/^:/. T/U^/l-, T/l-=i^'>. T^/l'^/l^. y^PT/l'df 
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10 


15 


20 


25 


1 ) 4 - ( 2 - t° y i//^;^/^^^;^^ /W) b:°^ y v^>- 

2) 1 -^^^v?/!^:?}-^^/;^?/^^^^!/! — 4- (4 - t°y t'-^y 

3) 1 — <>'yV/^-4- (4 - t°y v'Vv;i;/w^^-Y>'W) t'>-<yv?>' 

4) 1 — :/c2 tVi'— 4 - (4 — t°y i//i-;^/w<^^/L-) f-^y-^^ 

5) C3- (2- (2 — /^/^/^) :7iydrv-) - 2 - t ^^v-T^n t° 
/V] - 4 — ( 4 — t° y ix^/i-j^yw-^^^ /u) t:°-< y v?^' 

6) 4- (4 - t:°y £//v::<7yw-<^-f /u) t°^yv>:/ 

7) 1 — '^^'v/zv- 4 - (4 — t:°y — i, 2, 5, 
fc Kci k°y v^^/ 

8) 3— (4 — t:°y v'Vv;*7/'W^^-f yp) t°^yi^>' 

9) 1— ^vv^/v-3- (4 - t°y i/>'i-;*/w<-=e^/u) t°-<y>5^ 

10) 1- (2- (4 — <>ty/l-:t^iyZ7 zx:. y ^iy) ^n^yu) -4- (N- (2 
t" y i/Vv) — N — <>'i//l';<7/l'^<^^ t° y v?^' 

11) 1 - 5: /u- 4 - ( 4 - 1" y rV/<=^^ /v) t:°-< V iy> 

12) 4- (3 - fy >>V^;^7/^y^^-f yi-) f-^yv^v 

13) 1 y^n fcvi^— 4 — (4 - t°y v^/i';<7/w<^-Y/^) t'^y-::^^' 

14) 1 - p« ^/i'- 4 - ( 4 - 1° y v>Vu-:^/w<c^-Y y >>v 

15) l-^drv'/U-4- (4 -t^y v^/^;^/W<^^/lx) t°-<yi/:/ 

16) 1 — <>i//l'-4- (4 - t°y -://^;«7/W<^^/b) l::°-<yv5> 
1 7) 1 - ( 2 -^i^/'L'^^^/V) -4— (4 - t°y ix/l';^yw<^-f yu-) h:°-< y 

18) 1- (2- (4 h^v':7y^^/l') :3i^/l.) -4- ( 4 - t° y •;://^:<7 

19) 1- (2- (4 h=^:^:7:t^/^) ni^/>) -4- ( 2 - t" y 
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(2 0) 1- (2- (4 ti u-:7 :j^=./U) oi^/l.) -4- (4 - t'l; v^Vl'i^/W^ 

(2 1) 1 -i^'^ain/Vp* ^/u-- 4 - ( 2 -1:°!; v^/U^/l^^^^^/i^) t°^y v^^^ 
5 (22) 1- [2- (4- (5 -p<^/^- 3 -;d-^y- 2, 3, 4, S-T^h^t 
Ko t°lj i/i/V— 6 --f/l') y'3i:=^/l') -4— ( 2 — t° y 

/U) f^yi/^' 

(23) 1- (4 - (4, 5-i/tKD-2-:7y/U) >'i:=:/L') -4- (4-t° 

y i>'/u;*7 /i-) y v= 

10 (2 4) 1- (2-=^ ho:7^:^/l') -4- ( 4 - t° y v>/l^;^7 /U) y 

(2 5) 1— (2 — T 5: y 7^:^/1^) —4 - ( 4 - t° y v=/V;*/W^^^ /U) y 

(2 6) 1 -^n^y-Yyv- 4 - (4 -t:°y v^/u;*;/!-^^^^/!^) y 
15 (2 7) 1 -xf y- n^y-f/i — 4- (4 - t°y v^/i';^7/w<^>i'/W f^yv'^ 
(28) 1- (3, 4, 5 - h y 7« h=¥v'-<>yV/i^) -4- ( 4 - 1° y v^/^;^;/^ 
^<^^/^) \i°^Vi^> 
(2 9) ]-Tir^/l--4- (4 -b:°y v^/u:^>'I^/<^^>'V) t°^yv=>' 
(3 0) 1- (3- (4 -7/^:^-0 ^>yV/^) yo tVl^) -4- ( 4 - t° y v?/!^ 

20 :3&/w<^-C/u) k°^yi/:x 

(3 1) 1- (3- (4 -:7/U;rc3^^^y^yU) kVU) -4- ( 2 - t° y i^/l' 

;i57/i'XN^-f /u) y v^y 

(3 2) 1- (1- (4 - t Kadri/-<>'yV^l^) ^^/V) -4- ( 2 - t° y i?/U 
/U/^^-Y /u) t"^ y v^^' 
25 (3 3) 1 - ( 1 - (4 -^>'i//U;t-^v'-<>y-Y/l^) ^^/U) -4- ( 2 - f y 

(3 4) 1- (2- (4 -t Fadri^y^iy drv-) ^^/l') -4- ( 2 - t° y v^/U 
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(3 5) 1- (4- (4 y ::^=^/^) - 4 - t Kd dp -4- 
( 4 - t° y v^/P;;^ /l-y<^^ /U) y v?^' 

(3 6) 1- (l-^^/'l'-2- (4 - t Fd^v':7 3i— /U) _ 2 - t Kd df v':^! 
5 - 4 - ( 2 - 1:° y /P) y 

(3 7) 1 —iy:y-f-^/i-—4— ( 2 — t°y v?/l-;t'/V^<^^/U') t:°^ys>'> 

(3 8) 1- ( 2 - t Kn^i/- 3 ^i/y^n tVV) -4- ( 4 - t° y i^/U 

(3 9) 1- (2- t Kn=iri/- 3 -^^y^i^T^cz tVL') -4- ( 3 - t° y 
10 ;^7yw<;^-</U') t:°^yv=>- 

(4 0) 1— (2 - t KD^i/- 3 — :7 3iy drv':7"c3 tVv) -4— ( 2 - fc° y 

(4 1) 1- ( 2 -:7:ii::^>'U':3i^/^) -4- [N- ( 2 - t° y v^VU) -N- (2- 
(N, N-i^y 5: 7) ^^/U) ;«7/W<^^/b] t'-^y^^:/ 

15 (4 2) 1 —^>iy/U:t^-iy:^/l-:^=-/^— 4 — ( 2 — t" y -:^/l';^f/U^-<^-f /!/) 

y 

(43) 1— (3— :J'cfo:73^ — /U) /U^<^-Y /U— 4 — ( 4 — t" y v^/'I^:*' /W<^ 
-Y/W fc°^yi/> 

(4 4) 1- [N- ( 2 - f y v'/l') -N- (2- (N, N - ^ ^/l-T ^ y ) :^ 
20 ^/l^) :3!7/W<^^/b] \:°-<])i^>^ 

(4 5) l-;<^/I^-4- (4 - t°y v^/l-;<7/W<^^/^) - l, 2, 5, 6 -x H 
^ t Kc t:°y ^z^- 

(4 6) 1 3 - ( 4 - t:° y i/^'l'* /l-^^-^-f /!-) y 

(4 7) 1- [2- (4 - >'/U'::rn^>'yV/l') ^^/l^] -4- ( 4 - t° y v=/U;<7 
25 /W^^-</U) t'-^yi/^- 

(4 8) 1- (6 -i? n a- 2 -7 5: [1, 2- a) V i^l^- 3 - :fJ 

/l^7)i=i;l') — 4 — ( 4 — t° y v^/L';* /W-<^-< /U) y 
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(4 9) 1- (4 h D-<^'V>VU) -4- ( 4 - t° y v>Vu-:* k°--^ y 

(5 0) 1 — -.rirv'/l'— 4 — (4 - fy v=>'U;&/l'/<^-Y/^) I::"^y>?> 

(5 1) 1 -^>- v^/U:^^ v';^;/l'#"^/'L'- 4 — ( 2 — ^ D a — 4 — t°y i>Vl':*^/Uy< 

(5 2) 4— ( 2 -:7 a n — 4 — t° y yb) t°><yv=V 

(5 3) 1— (2 o nri=i^y-f />) —4— ( 4 — t° y -://l';^7/W<^^ yu) t° 

-<y v=> 

(54) 3- (2-^:^00-4 — k°y /U) t"^ y v'^' 

10 (5 5) 1- (4 -y ^ /l^^ ^ h'y'^/l-) -4- (4 - t°y /W<^^/W) t° 

(5 6) 1- (3, 5-v^^3^S>^f^/U'- 4-t Ko^>'v'>'::^^-r>'P) -4- 

( 4 - 1° y /I') y t/v 

(5 7) 1 ^/l^- 4 - (4 — t:°y v^/l-;<7/UxN^^/U) t°^yv?:^ 

15 (5 8) 1 — <:yxyjU::i-^i^:^/T^:^^=^/U- 4 — ( 5 — — h d — 2 — t" y v?/V;tr/W< 

(5 9) 4- (5 h a — 2 - t° y i^/l':*'/W^^^/lx) f^yixv 

(6 0) N 7 4 -^>>^/l-:*-=^>':^>/l'/K^-y- ^ ^/U- 1 - (4-t°yv>^ 

20 (6 1) hy>':^~ 4-T ^ / 1 - (4 -H"]) t>/Ut>/l^y<^^ JU) 

(6 2) h^:/;^-4 5 KV^/l^- 1 - (4 -t:°y v?/l';<7/W<^^/P) 
n-^df if > 

(6 3) hy:^y^-4-iy:^'^/^T^y^^A — l- ( 4 - t°y v^/U;^^^^^^ 

25 /u) D^dfi^:^ 

(6 4) N-^>i^y H ^ (4 - fy i>VL':*/Ux^^^/u) >'^c7--v^ 
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(6 5) h 4 -^>'-:/>'L'T 5: y y ^^i^- 1 - (4 -ifV i^^i'i3yi^y<^^ 

(6 6) hy'^^- 4 --^ y>^^ \i°/i^T 5. y I - (4 - t"y 

5 (6 7) h^>';:^-4 - — ^J^^y-r/l^T^; 7 1 - ( 4 - t:° y v^/b:^7 ;W-<^ 

(68) h7>'>^-4-v-^'n-~-df;>/i'T=: y 1 — (4 — t°y ^//i':*/w< 

(69) h7>':^-4 --<>'i//U:^=¥v':*/i^/1^=5ff-5; K— 1 - ( 4 — t" y i^/w?!?/!^ 
10 x<^-Y/l^) n---drf-:/ 

(70) h 7 — 4 — T 5: y — 1 — (4 — t°y v^/U;^?/^-/-?^-^ /^) v-i7n^dr-t^ 

(7 1) h7^^-4- ( 1 -T y^^/l') -1- (4 - t°y i//l';?7/WN^^ 

15 (7 2) h^v:^ — 4-r ^lyy^^/V'— s^:7^-2-y^/u— 1 - (4 — t°y v^vv;^ 

/W^^-^/V) ix^ a^:3f■■t^>' 
(73) ( + ) - h^>:^-4- (1 ^^^//l^;^:^^^/;^;/!.^^^-^ K:/n tVl^) - 

1 - o ^df. if ;^ ^'g^ 

(74) ( + ) — h^>:^-4- {1 -^>iy/l^:t^iy:iJ/^yr^^-^ ^ h'-:fr:i iz'/l-) - 
20 1— (4 — t°y i//U;^7yW<^-l'/^) d -^de-f^>' 

(75) (-) -h^^^>?.-4- (1 — <>'v^/U:^t-^v';^7/i'/J<=3f1h5: K:yo tvi-) - 
1— (4 — fy i^/l';^7/W<^^/l') '>i5' D^drif:^ 

(7 6) ( + ) -hv>;^-4- ( 1 -T 5 y t°/U) -1- (4 - k°y v^/W;^?/^ 
/>^^/l') v-:^ ^---dri^>- 
25 (7 7) (-) - hy 4 - ( 1 -T y t°/u) -1- (4 - t°y v''/^;^/^ 
y-<^'1'/^) v'^n^^t'->' 
(7 8) (-) -hy>y^-4- il -^l^iy/\^:t^iyt>/i-7i'^^->)-^ h'=^'^/i^) -1 
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— (4 — t° y /U) v'^D-^^ihV 

(7.9) ( + ) -K5^:^-4- (1 — <^i//^:^^^y;^/^/}f=^i^ 5: K^i^/v) -i 

- (4 — h:° y i/yu-i^/U/^^^ /t') iy^vi^^-^> 

(8 0) ( + ) -h^>y^-4- (l-T^/^^/W -1- (4 - t°y v5/U;^7/W< 
5 •^-^/l') S^:;' ^^dr•t^>' 
(8l) (-) -h^>';^-4- ( 1 -T 5: y ^^/i^) - i- (4 - t°y v=/i-;^/w< 

(8 2) h^>';^-4— (4 — ^ n a^^-yV/l^) T 5: / ^ ^/l'— 1 — ( 4 — t° y 

10 (8 3) h ^^X- 4 -T 5 / p< ^/l-- 1 - (2 - t°y v=>'l^;;'J/W-<^-r /V) n 

(84) VX-4 -^>S?/U::d-df-->';^7/l-4fdr-t^5; K^^^/l'- 1 — ( 2 - y 
/U-:^7/Ux-<^^/U-) i/^ a-^vdrih:/ 
(8 5) h ^ 4 ^/I'T 5; y ;>< ^/l— 1 - ( 4 - f y i//U>57/W<^^ /I.) 

15 

(8 6) h^>'v?i-4- (N— ^::/v=/w-N — y ^/vr 5 y) y^/i— 1— (4- 

fy v=/^;^/W^^^/^) v'iJ' a-v.d{i4^> 
(8 7) h ^ 4 -T 5 / y ^/l'- 1 - (3 -t°y v?/V;:<7/W<^^/V) a 

20 (8 8) h ^ 4 -T 5; / y ^/l^- 1 - C(3-t Knt^v'- 2-t°y i/zl-) ;^ 

(8 9) 4 --<>'v?/^;*-^->:^/U:^>1^5: Ky ^/i/- 1 - (3-t:°yv= 

(90) h7>:^-4--<^/i//^:^^^/;^7/^4^>i^5 Ky^/L'- 1 - [(3 — <l^iy 
25 /U^d-^v-— 2 - t:°y i/'/U) ;^7>'W<^>f/U] v•^7D^dr-t^> 

(9 1) h7>':^-4 -y':^/W ^ Ky 5^/1— 1 - ( 4 - t° y i^/U;<7/W^^^ /U) 
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(9 3) 4 -T y ^i'^/l'- 1 - (3 - t°!J v=/l';<7yw^-:t 

5 (94) 4- (h^>^^-4 — Fp«f^/l'V'i5' a-^drv- 
(9 5) 4- ( h^^-^- 4 -T ^ y p'^/^v'i? n^dr://U;^/b/-it~::i/U) T 5: 7 - 
2, e-v-V^^/H:"!) >?>-N — K 

(9 6) h 4 -T ? / ;^ ^zl-- 1 - ( 2 — 7« ^/l'— 4 - t:° y >>VU;i!7/W<^ 

10 -T/l') D-^df 

(97) h^:/;^-4- (1 — <>v?/l':^=ir->;^/L'/K=3r-th5 K^^/W -1- (4 
— v=/^;<7/W<^-l'/V) v'^^^dr■t^>' 

(9 8) h "7 1^:^-4- ( 1 -T 5: y - 1 -y ^/i^^^/i') -1- (4-t°i;v^/u 

15 (9 9) h7:/vC-4- (2 -T 5; yni^/l-) -1- ( 4 - t° !) -://^;^7/W<^^ 
/P) v-^ D^arf-^- 

(100) Y^iyy^-A- (2-T^y- 1 -y^/i-3i5^/i.) -i- (4-t°yv? 

(10 1) h^>'^-4- ( 1 — T 5: y 7°C3 tVU) —1- (4 — t" y 
20 -f/U) v-^ o^drf-:/ 

(10 2) h7>;=^- 4 -r 5: y y ^/i'- h^:/^- 1 -y ^/u- 1 - (4-i:°y 

i^/l';^7/W<;^-t'>'l') ->i5' ^^dr-t^>' 
(l03) h7>x-4 — ^vi^/uT 5: y y ^/'W- v-x- 2 -y ^/i — i- (4- 

t°y >^/l^:^/'l'^<^'Y/'L') i/^a^dri^^ 
25 (1 0 4) hy>y^—A— ( 1 — ^>'v?>'U:^-^>':f /uji^'^Jri^ 5: K— 1 — y ^/v^^ 
/u) —1— (4 - t°y v^/i^;*'/'L'-^<^-Y/'l') v'iJ' a--vdF•i:^:/ 
(10 5) h^>':^-4 -'<>'^/V^J^-dri/:^7y^;}f^1^5: Ky ^/i^— 1 — (N — y^^ 
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(10 6) Vvl^^-A- ( 1 -Tir^J' ^ K- 1 -p< - l- (4-t:° 

(10 7) h7^^>^-N- (6-r 5/-4-fc°y ^ v^/W - 4 -T 5 y ^^/U-i/ 
(10 8) h^>;^-N- (iH-b'nn C2, 3-b] t°yv?:/-4 — f /U-) - 

4 -T 5: y y CJ-^:3f-f-^;^7/U4<3rf-^ K 

(109) ( + ) -Vy^-y^-^- (lH-t°ocr [2. 3-b] t°yv=^^-4— f 
/U) - 4 - ( 1 -T ? / 31 7^ /V) v-^ n-»;ir-'f> ;^7/U/1^~^-v- 5 K 
10 (110) H^^-^^-N- (lH-t°Dn [2, 3-b] t° y 4 --Y /U-) - 

4- ( 1 -T 5 / - 1 -y ^/l^^^/V) i/^ •ci^^-^l^iO/X'if^^-^^Y 

(111) K^^^;^-N- (lH-t°7y'o [3, 4-b] t"]; v?>- 4 --T/L') 

-4 -T =; y y ^/v-^iJ' K 

(112) (+) - h7^^^-N- (1 H-t°9y'o [3, 4-b] t°y i^:/-4- 
15 -Y/1^) —4— ( 1 -T 5: y ^5^/1^) v'i^ o-^3e--t>->':*/U/-}<^-1^ 5 K 

(113) h^^^;^-N- (lH-fc°7y'ci C3, 4-b] t°y i/>-4 --T/V) 
-4- ( 1 -T 5: y - 1 -y ^/L-^^/l^) i^^ ny^^-^lyiJ/V-ft^^^'S^Y 

(114) ( + ) - h7>^-N- (2-T^y-4-t°y v'/U) -4- (1 -T? 

20 (115) N- (lH-t°7y"D [3. 4-d] t°y5v^^^-4-^ 

/I.) - 4 -T 5: y y ^/p-v^ p'~-=¥i^:/;<7/^/-}<^-!f5 K 

(116) ( + ) - K^:^^-N- (1 H-fc'^y'o [3, 4-d] fc°y ^ v^>--4 
— f/u) -4- (i-r^y^^/v) i/y D-^=¥i^>^;*'/^;}?=^i^S: K 

(117) h7^^;=^-N- (iH-t°7y'D [3, 4-d] t°y 4 

25 -4- (1 -T=: y- 1 -y^^^^^/^) -iy^ a^dr-t^-^-j^/U.-Kdr-th^: k 

(118) h7^^-N- (4 - t°y 5 i/^/l-) - 4 -T y y ^/Uiyi5' a-^dr1^ 
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(119) h'7>^-'N- (3-7'5:y-4-fc°y v^/U-) - 4 -T 5 y p«^/Wv'i5' 

(120) H^>^-N- (7H — f^yy{.4, 5-d3 t°y 5:i;=v-6--r 

5 (12 1) h^:/:^-N- (3H-1, 2, a-hyrVn [4, 5-d] t°y5 
i/>-- 7 --^/l') — 4 — T 5 y y ^/Uv-^ C3^dr-th^^:^/lx',-}?3rf-^ K 

(122) H^>;^-N- ( 1 /U- 1 H- t'^-yo [3, 4-b] t° U 

(123) h^:x:5<. — N— (1 H-s-t^'^yy/^) — 4 -T 5 y y ^/l-v-^^ o--- 

(124) h^VX-N- (lH-t°7y'c3 [3, 4-b) t°y 4 -^/U) 

- 4 -T ? y y ^^/i^v'iJ' p^^1^>;^7/^'-J^~^1^ ^ K 

(12 5) h7^^>^-N- (4 - t°y ^i/:^/u) - 4 -T 5: y y ^/ui/^:' o ---:^r-t^ 

15 (12 6) h^v;^-N- (7H-t°u cz [2, 3-d) t° y 5 4 /V) 

- 4 -T 5 y y ^/ui/^ c^:3r1^:/::^7/^/}?:^1^^ K 

(127) h^>>^-N- (2-T5; y-4-i::°y v^/L-) - 4 -T 5 y y ^/L'iyi^ 

(12 8) h^^^:^-N- (^^y [2, 3-d) t°y 5 v^^- 4 -^/V) -4- 

20 r 5: y y ^/I'V'i:' a^3{-i^v;^J/^4<^-t^5: K 

(12 9) h^^;^-N- (5-y^/W-l, 2, 4-hyTyo [l, 5-a) 

t°y 5: v^v- 7 --I'/i') - 4 -r $ y y ^/i^^y^? D-^3fi^>';«7/v;jt'drif5: k 
(13 0) h^i^^-N- (3 -i^ry- 5-y 9^/ut°^y'a [i, 5- a) t°y 
5: i/^'- 7 -^/i') - 4 -r $ y y ^/wi/i^ ^--=^-t^^^;^7/^^>-t^ s: K 

25 (13 1) h7>^-N- (lH-t°^y~D [3, 4-b] t° y 4 --T /l^) 

-4- ( 1 -r 5 y - 1 -y ^/^^^/^) v'iJ' D^dri^i/;^;/^4fdri^5; k 
(132) h7>^-N- (2- ( 1 y v?::^/U) - 4 - t° y i^/U) -4-T 
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(133) h7>>^-N- (2, S: y-4 -4-T5:yy 

(134) ( + ) -h^^/^-N- (7-;'<^/V-l, 8 --T^^^ U v^^-- 4 
5 /u) -4- (1-T^y^^/l-) n^df^l^>;^/u.-}?3f--th 5 K 

(13 5) h^>^-N- (1 -^>v^/L'^:3f V'^^/Vt'D D [2, 3-b] t" U 

(136) ( + ) -h7^^-N- (l-^^/l-t'aa [2, 3-b] t°yv?^/-4 
— ^/l^) —4— (1-T5;y'^^/U) i/rJ' nz^^ir>'77/U';j?^1r 5 K 
10 (13 7) h 7>':^-N-^>'v?/l'— N— ( 2 — -^Vi/v'l'T =; / - 4 - t°!; i/Vl') 

-4- (1 -r =: y - 1 -><^/v^^/^) v-^^ u-^^-!^-:/;^?/^^"^-^-:?: K 

(13 8) h^>y^-N- (2-Tv^ K-4-t°y v^/V) - 4 -T 5 / ^ ^/I'i/i^ 

(139) hylyy^-N- (2, 3 -v=t Kp- 1 H-t°P n [2, 3-b3 t° y 
15 >^:/-4-^/W) -4-T5:yp<^7^^/^c^->.dr-t^^;^7/l'#=^r■t^5 K 

(140) h^VX-N- (2, 3 -i/t Kd- 1 H-t°nn [2, 3-b] V 
-J>ly- A-4 f^) -4- (1 -T5 y- 1 -7<f^/V'^^/l') 'y^ )Vit^ 

(14 1-1) h^>;^-N- (2 -;^yi-7n>~>-4-t°y v^/u) -4-T5:yy^ 

(141-2) (R) - ( + ) -h7>:=^-N- (3 -^'n^- 1 H- t°D n [2, 
3-b] t°yv=V-4 — f/V) -4- ( 1 -T 5: /:3if^;U) a-.:3rf- :/;<7/U Tit' 

(142) Y^y^-^- (lH-t°DO [2, 3-b] l::°yv^>-4 — T ^l-) - 
25 4 -^'T^v=/y^/W'i/^ D-^dr-t^>;^;y^7}f^1^^ K 

(14 3) h7^^-N- (lH-t°^:/D [3, 4-b] t° y 4 /V) 

30 


wo 00/09162 


PCT/JP99/04403 


(14 4) h7>^^-N- ( 4 - t° y - A-V'T J xn^^^ 

(14 5) h7>:^-N- (l-p<^;ut°nD [2, 3-b] t° y - 4 - 
/I.) -4- (^T — v=y ^>'^) v-i^ p-^^f-:/::^7/^^^^1^ 5: K 
5 (146) h^^^^-N- (lH-t°PD [2, 3-b] fc° y i>' - 4 - /I') - 
4- (2 — r 5 y ^- 2 -^vV) T5: y /^^/^v^^^ n^dri^^/;^/U4^>1^5: k 
(14 7) h^^'^^-N- (1 --<^/v?/l':^=^.i/y ^/H:°C3 D [2, 3-b) t" y 

(14 8) h7>:^-N- ( 2 -T ^ y - 4 - t:°y v=/W) - 4 - i7"T — i/y y ^/V 
(14 9) h^:/:^-N- (1 — <>t//l';*-=Jrv/y^/^- 1 H-t°Da [2, 3- 

b) t°y v^:/- 4 --I'/i') -4- (2 --r ^ yy^y i^- 2 --r/i') T5;yy^/i'v- 

(150) h7:/>^-N- (lH-t°PP C2, 3-b) t-y v^>-4 -^/V) - 

15 4- (3 -^>'v=/t'i^T^v?y y f^/i^) D---=3{^f->';^/'^#'^1^ 5: K 

(15 1) h7V;^-N- (iH-fon [2, 3-b] fc°y i^>-4 — f/U) - 
4- (3 -:7z:i=./U:?'T::^iyy y ^/l') ^ ^^^-^ ll J\-if-^-^ % Y 

(152) h7>^-N- (lH-fc°no [2, 3-b] t° y - 4 /W) - 
4- (3 t:°/^^T:::^iyy y ^/^) i/^ 5 K 

20 (1 5 3) hv>'^-N- (lH-t°Dn [2, 3-b] t° y v?^ - 4 --f /U) - 
4- (3 -^d-i^^^/i'^T^v'y y ^/w) D^^i^^^;^7/i'5}^=^if5 K 

(154) h^^^:^-N- ( 1 -^^:^/V:r^>'y ^/Ut°n n [2, 3-b] b:° y 
v?>'-4 — f/l-) -4- ( 2 — ^Viz/l'- 3 — :3:^/Ui:^T — i/y y ^/L') i/:;'n^ 

25 ( 1 5 5) h^^'^^-N- (iH-t'ncr [2, 3-b] t° y v^^^ - 4 /U) - 

4- (-r 5: y:/— /I'- 2 -'f /1-) T 5 y y ^/w-;yi? a-^drif>';<7/i'/K^ih5: K 

(15 6) h^v;^-N- (lH-t°nD [2, 3-b] t° y v>V - 4 --T - 
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(15 7) (R) - ( + ) -N- (4-t°y v^/l-) -4- (1 - T^yni^/v) 
XT ^ K 

(158) N- (4-t°y - 4 - ( 1 -T 5: y - 1 -y ^/Vn^^/lx) 

5 K 

(15 9) N- ( 4 - f y i//l-) -4-T5:y y^>'^— 2-^^^C//l':*-^v'^:yX 
K 

(16 0) N- (4-t°yv^/W -4 -T ^; y y^/i'- 2-^ h^v'-<>XT5; K 

(16 1) (R) - (-) -N- (4-t°yv^/L') -4- (l-T^y^^/L-) -3 
10 h n^>XT 5: K 

(16 2) (R) - (-) -N- (4-t°y>^/l') -3-T5y-4- (l-T^y 

oif^/u) -<:/XT^ K 

(16 3) (R) - ( + ) -N- (4-t°yv'/^) -4- (l-T^y^^/V) -3 
— ^ cr n ^ > XT ^ K 

15 (16 4) N- ( 4 - 1' y v^/i^) -3-Ts:y y^/v-^^'XT? K 

(165) (R) - ( + ) -N- (lH-t°Dn [2, 3-b) t°yi;=>'-4— T 

/u) -4- (1-T^y^^/i-) -<>xt5:k 

(166) (R) - ( + ) -N- (lH-fc"7y't3 [3, 4-b) t"yv^>-4--Y 

/w) -4- ( 1 -T 5: y ^^/w-) ^>x't5:k 

20 (1 6 7) N- (lH-k°5y'a [3, 4-b] t° y v?:^- 4 /P) -4-^'T 

::^i^y y ^/w-<>XT =: K 

(16 8) N- (4-t°yv=/l') -4-i5''T^i^y y^/V-<^^XT5: K 
(16 9) (R) - ( + ) -N- (4-t°yv^/l') -4- (1 -T 5: yni^/l.) -3 
-7>'U:^o-<>'XT ^ F 

25 ( 1 7 0) N- (4-t°yv=/w) -4-T5:y y^/i'-^vXTs: K 

(17 1) N- (4-t°yi//l') -4-T5y y^/l'-2-t Kd^v^^>XT5: 
K 
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(17 2) N- (4 - t'y v=/l-) - 4 - (2 -T 5 y zc^/U) -<>XT K 
(17 3) N- (4-t°y iz/l') - 4 -T ^ y p< ^/l'- 3 hn-<:/XT5 K 

(174) N- (4-t°y v=/v) - 3-r=:y-4-T^/y ^/u-<>xr =: k 

(175) (S) - (-) -N- (4-fc°y i^/l') - 4 - ( 1 -r ^ y m^/lx) 
5 XT5: K 

(17 6) (S) - (-) -N- (4-t°yv'/l') -2- (1 -T ^ y::^^/!') -<:^ 
XT 5 F 

(17 7) (R) - ( + ) -N- (4-fc°y>^y^) -4- ( 1 -T 5 y :ii5^/U) -2 

— ^ □ u ^ XT 5: K 

10 (178) (R) - ( + ) -N- (lH-t°n2a [2, 3-b] t°y>5^-4--r 
/U) -4- (1- (3 tVU^T^v^y ) ^^/l') ^:yxr%Y 

(17 9) (R) - (-) -N- (lH-t°c2C! C2, 3-bl 1:° y v^>'- 4 --f 

/W) -4- (l-T5y^^/i-) - 3 -Ti/ K^^XT 5 K 

(18 0) (R) - ( + ) -N- (4-t°yv^/l') -4- ( 1 -T ^ y :3i^/V) -2 
15 h n-<>-XT 5 K 

(18 1) (R) - (-) -N- (4-t:°yv'yv) -4- (l-T^y^5^/W -3 
hdr->^>'XT ? K 

(18 2) (R) - ( + ) -N- (3 -3— K- 1 H- t°n n [2, 3-b] t° y v>^ 

v-4 — f/w) -4- (1 -T 5: y ^^/i-) -<>XT 5: K 

20 (1 8 3) (R) - ( + ) -N- (3-3— F- 1 H-t°nn [2, 3-b] t° y 
^_4_^yu) -4- (i-T^y^^/W - 3 -Tv^ F^:/X"T 5; F 

(184) (R) - (-) -N- (4-t°yv?/l') -4- ( 1 -T 5 y :3i^/P) -3 
-t Fn rSrv'^^XT =: F 

(18 5) N- (lH-t°^:/o [3, 4-b) t-y >5^^-4 -^/U) -4-^'-T 

25 — v^y y ^/v— 3 -ri h ci^:yXT 5 F 

(18 6) (R) -N- (lH-t°^y"a C3, 4-b] t° y v^^^- 4 /V) -4 

- (1 -iJ^T^v^y ^^/l') - 3 h t^^vXT 5; F 
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(1 87) (R) -N- (iH-t'^ya [3, 4-b] t° U V- 4 /U) -4 

- ( 1 -T 5: 7:31^/1') - 2 H P-<>X7' 5 K 

(18 8) N- ilH-h'yy'a [3. 4-b] t° U v?:/- 4 /I') - 4 - 

5 (18 9) (R) -N- (lH-t°^ya [3, 4-b] \f^)^yly-A — T M -4 

- (1-T5:y^^/W - 3 H n^^XT 5 K 

(19 0) (R) -N- (iH-t'^y'c! [3, 4-b] t°y-^^-4 — T /l^) -4 

- ( 1 -i^"T:=^v^/^^/l-) '^^XT^: K 

(19 1) N- (lH-t°7y''D C3. 4-b] t°y >?>-4 -^/U) -4- (l 
10 -T 5: y - 2 - t Kc^^>'^^-'^) ^>'XT 5: K 

(19 2) N- (lH-t°7y"D [3, 4-b] \f'}'J:y-A — f /L') - A -r ^ 
yp<^/l^-3-- hD^>-XT5 K 
(193) N- (iH-t'nu [2, 3-b] fc:° U - 4 - /V) - 4 - y 

15 (194) N- (lH-t°7y'ci [3, 4-b] t° y - 4 - -l' - 4 - 

(19 5) N- (lH-t°^y"c2 [3, 4-b] t°y ■^>'- 4 --r/L') -1-T^ 

y Ti?^/u- 4 - f^y i^:/:*/!^^^^-!^ 5: K 

(19 6) N- (1 h^i/y f^/L— 1 H- t°7y"c [3, 4-b] 
20 4 — i JV) - 4 - y 'J^-ytlf^-^-^^ ^ K 

(197) N- (2, 3-i>~tKo-lH-t°na [2, 3-b] t'yi^>'-4- 

(198) N- (lH-t°nn [2, 3-b] K° y v=^- 4 /U) -1- (2- 
:7 3i— /L-rn^/i^) - 4 - f^y v=V;^7/U)t?^1f 5 K 

25 (1 9 9) N- (iH-foD [2, 3-b] y >- - 4 --T /^) -l-T^lv' 
y - 4 - y 5: K 

(200) N- (lH-fc°oc! [2, 3-b] t:° y - 4 --T /1-) -1- (3- 
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(2 0 1) N- (iH-fnn [2, 3-b] 'J v>V - 4 - /U) 
/V- 4 - f'-i y v^>':*'/i'7j?=3f--th 5: K 
(2 0 2) N- (lH-fc°^y'ci [3, 4-b] t°yv^:/-4 — T -1- (2 
5 -y x.=^}\y:x.=^;]^) - 4 — t:°^ y >'>';^/V7Kdr1^ 5; K 

(2 0 3) N- (lH-t:°^y^n [3, 4-b] t° y 4 --T /l^) -1- (3 

-^a^^yl-^ci tVl-) - 4 - b:°^y v?>';^7/P5j<^if5: K 

$f * L < li. -fb-g-^) (80). (109), (110), (112), (115), (14 
2), (143), (144), (145), (153), (l57), (163), (165), 
10 (16 6) (17 9) r^mn'hMo 

l/'47Kfn4^, 2/37K?Pi^^ 3/27K?P#J. 6 / 5 7K?P#)^t.^|gp;](c:-Q 

— ^it (I ) T-^^nSfb-^i^Ji. ^iJx.{l*#r*§BS6 2-89679 1#PJ5|i3 
-2 1 8 3 5 6^, 1^'fPjR¥5- 1 9 4 4 0 1^, 1^^¥6-4 1 0 8 0"^, WO 9 
20 5/2 8 3 8 7-^, WO 9 8/0 6 4 3 3 -^^dtfisgt^tbTV^S:^-?*}^ J: "9 B-fiKt^ 

Rh o:3r-^— IfpaSfStS^^-rSfk^i^, atl^-fiS:!*: (I) ^9^$^^5^b'a■ 
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^^mmmt-^mMm. nz^BM^^tf^p*. m7km±i§i^m\Hm. mmmm. m±mm^ 

-^mf^^. 'Ift^feF^SI^^^^F^Pt, plateau iris syndrome , U^mmt^^M. :^7"d 

pt, si4itF^p*^coi=^p^ • ^^mmt Lxmm^in^o 

t R h o ^-r—^mmmi^^-r^it^m^mm±nm l o s^afls (^b^j. 
15 t^^m. mmm. ^*^ik ^^^'i. ^utm. ^mm. mnm^mm) tm-B-Lxn 

mm. ^m. mmm. att^i mm. mmmm). ^m. ^Axm. mf^^R 
m.m. m^m^(Dmmt\^xm\^-ttz\'Xt^mu\:Lm\^tz.mmx^:^^f\.^. 
m^nmt-r^^^\-t. mm\. fzt^\-t. iy^m. ^im. d- 

^'r^^v^. ^^rh-t^-i/^, ^^^i^m. VyiS:yh-»\um. r^t:r=rj^m. 
t°/Hr/H3— t Ko^v'TT'o tVL'p^^/Hr/L'Ci— ^'y-try^^, .-Kym^u 
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'^mi^mMt-r^m-^it. wmmmm (:tv->^m. h^^n^-^/^fi, t-^v- 
5 ^/i' i^'yv/^m. ^v:^^^^m. y<^^x^^^mm) m-r^m^^^hti^o wHib<^m 

10 /i-^^is^tf ibtuSo 

20 m^mmwim. mmmmmL r^ymmm^^^ht^^^o 
mmmt lt«. /^txui'^^^yir y >-^;js^tf btbs. 
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*^B;!<7>^tf^P$TO • f^Mt^^bnt 5 W5C<JfiJc^<^Sf±M^'|0 0 . 0 0 0 1 -1 0 
Ofifi%-efe'9, il^{^{iO. 0 0 1 ~5 0mfi%T'fc5o ^-^-fi. S4^[s]IS«. 

x^.m-r^m-ti-^it. Rh o^-r—^'m^i^it^'^-t^it'^'^^o. oooi~i 

20 Ow/v%, iffSL<(±0. 0 0 1 ~ 1 w/v%-^W-rS$^^l?r. 1 0fcfc"9^[l]. 

^IJt LTf^ffl-rS^^l^ltt. m^it^^^O. 0 0 0 1 -1 Ow/w%, if*L< 
fiO. 0 0 1 — 1 w/w%^Wi-SM^iJ^s 1 0fc/c"9^lH]. L< til -6[h] 

25 mw.m 

^iSfe^^iJ . (51 b PS ^ ^ n 5 t> o T' li V \ 
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Rh odr-:^-ifPfl«f^ffl^^i-6ft^!t^-e$)5 ( + ) - 4- (1-T 

^yoi^/lx) —1— (4 — t°y v?>'U;^7>'U^^^>f'^l^) i/^ -th>- 2HC1 • 1 

it-^mA 0. 5g 

>m.2 7^m-rh^) 0-^^ ' 2iK^wm o. ig 

i^fb:-:^- h y A 0 . 9 g 

10 ^fi 1 0 Om 1 

15 fco 

^JiSf^ll {^mCT. Rh o^^r-^—ifULSj^ffl^W-r^^b^Jl^T'fcS ( + ) -h^ 
^/^-N- (lH-t°C3P [2, 3-b] t°y 4 --r ^L') -4- {\ -T % 

yoi^/U) v'i? ^-.^1^>;^7/^4^>-t^5: K 2HC1 • 6/51-1, 0 (l^iT. -fb-^^J 

20 B^-T'S) ^0. 0 3%(^)^i^-e^W-r5.■^JMl]'^IIa^L/co 

^JSCTl {C:2PCT. R h o if Mj^fflSrW-r-S^t^t^T'fcS (R) - 

(+) -N- (4-t:°yv^/l^) -4- ( 1 -T 5: ^>XT5K 2HC 

25 ^jfegij 6 Mmm 6 

fee 
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HJS^Jl (C^PCT. R h o^r^— e-pi:*jlHffi^^-rSft:^i^T'fc5 (R) - 
( + ) -N- (lH-t°C!a [2, 3-b] h° V 4 -4 /l^) -4- (l -T 

^/rnf^/U) ^VXT^K 2HC1 • IH2O it-^^D t-t^) ^0. 0 

5 3 'Vocom^X'^m-r 6 .<^mw\ ^ mm l tz. 

5 0'CT'2B#P«m!l^Lfcf^. 2 4 7< 5/'>^Ogm^iiL. /I^iJ' *5 J: t>'>^7"T y ^/ft 
10 -v'^-^.i/^ A^^-a-L. M 7 mm(D4f^fflV^T. ll£ 1 2 O m g LfCc 

^b-n-^JA 10. Omg 

. 5 0. Omg 

h =i->T'>y^l^ 2 0. Omg 

^H^ir/wa— ;^ 2 9. 7mg 

15 y t :=^/V t°ayK>'K30 5. Omg 

/U^ 5. Omg 

;^ 7"T y >m-7 ^'^^ t^^j^ o. 3m g 

12 0. Omg 
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wo 00/09162 PCT/JP99/04403 

mmm 9 : :fy:f±/i-m 

5 ^L. Sj!;^7^-fe/u (4-^) Ci^tt^L. 1 2 0 m g (^;'J:7°ir/v^i|^$4 L^^Co 

^k-^^I^A 10. Om g 

f 7 0. 0 m g 

1^ r;7^n =1 v^t^Vt'V 3 5. Omg 

/Ky f n^/l^t'D y K^'K 3 0 2. Omg 

10 2. 7mg 

>^7"T y ^Bfe-^ r ^ A 0. 3m g 

.12 0. Omg 

mmm i . (T) e^bsje icis: is-t-j^ffl 

15 M*^2k gcD^$^y^s^it4#fe'>1^=¥^fflv^fco 1 iir^iiHUJi^^^M.^ 1 b 

3~5B$FB^Il^mi::Atbliliib$-^tT7!»^"blSBEfh [-^— ^ h y ^^-^ :7 (T/i-=>>tt 

m^^timm^mmi^.'^M Lnmm t Lti. m!±(Dwmn.^M'ik 30, e 0 , 90. 
20 i2 0:j^, ^(Dmne o^^r^mx'n\'\ mmmmim^tt'^^xmmmi^mmm 

25 1 8 o'j^'\k^xnmut\t'i^\^x^Mm^^Tmfmtm^^ht\.fz., -^jg3 e o53' 
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wo 00/09162 


PCT/JP99/04403 


5 9 0, 1 2 0 ^(^^{i 6 0 ^7^r^mx\um'ik 300 6^-tx'mm9m(Djkin^m^ 

(^^;^)*) 

■{^ (N a C 1 :lI2mM, KC 1 :5. 9mM, C a C 1 „ 2 H2 0:2. OmM, Mg C 1 2 6 
H20:1.2mM, NaHjPO^ 2H20:1.2mM, NaHCOg :25mM, 

Glucose: 11. 5inM)iif*#L/c„ mm^^h^^mLtz^mi^^. i^:/ ^■m^mtzLtc'^ 
20 ^'p?x?.t=F^(c^sL. 2 0'-'3 omg(D^±mti<Dhtxw-mi[:\^tio mtimti-^ 

t4 ( + ) -h^^:^-4- ( 1 -T 5: y ^^/U) -1- (4 -fc"ll v?/^;^?/!'^-?^^ 

42 


1 


wo 00/09162 PCT/JP99/04403 


^tL^M^S^IwfeJaLfCo ■fl::^#)Ac^;^/w<:3-/n|x^{-^-t-5 I C5oti2. 8x 
1 0 -^M-e*)ofco 

tuMJi^ns i^mmm. ^mmm, iscd, ye-si, i998)o :L(D^oiz.^mi^m 
K± : mnnm:^'7 ^ ^ ^ h\ m) xyt^. mp:, 387-392, 

10 1994 ), 0. 5%a:)it'a-^ A 5 0 fi \ .^ML.titiR'^'t^ t . ^(D I / 1000 mmfh 
l-^tr-rs HuHf^-ei. 5xi 0-^i:l+SE$tb, ^II^S^:^ti. in vivo 

15 it^^A (( + ) -h7:^^-4- (l-T^y^^/U) -1- ( 4 - fc° y i^/U;<7 

i^-^- 2HC1 • 1 H2O) 
it-^mB (( + ) -h^^^:^-N- (iH-t'cd [2, 3-b] t°yv'>-4- 
^/l.) -4- (l-r5:/^^/l^) v'^' ^-v.dr^^>;^7y^7}fdr1^5: K 2HC1 -6 
/5 HjO) 

20 it-^i^C ((R) - ( + ) -N- (4-t:°yi^/V) -4- ( 1 - T 5: 7 ^^/l') 

vxr 5: K 2 Hc 1 ) 

it^W ((R) - ( + ) -N- (iH-fDD [2, 3-b] t°yv=i^-4--r 
/I.) - 4 - (1 -T 5 y ^^/l^) -<VXT 5 K 2 HC 1 • 1 H2O) 
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wo 00/09162 PCT/JP99/04403 


mmmn c^^^r^ k^/^. B^mmum) ^10100 gmmmmLtz, i^^tki* 

COi"J^{±-^JSf^ 30, 60. 90. 120. 150. 180 ^\ ^o-y\jk\± 1 

mUm^.^ 5) (d. 0. 0 3 %)i^;^-e^W-t-5,^.BS^i|<75IE^Bgl±{d*t-t-5f^ffl^S: 
15 HIS mmm^. 4) *5J;t/lll6 (HJS^'je. 7) t-^tfc^ VN-rtb^W;&^^BBl± 
[^Titffl^5|Si6btt/Co ^\^\\L^mK (^iS0ij2. 3) -Cli. -'^.Bgf^^«qi3:BgJ±|S^ 

mmms. efe 1^^(7)IE^BBm#^?L^^c^I^ll?ift4^-^^^■t■.^^ 
20 (Pti^^^]) 

it-^^A ((+) -h^^/;^-4 - (1 /^ii^yi-) -1- (4 i//i-;?7 

v-^a^-^dfifV 2HC1 • IHgO) 
it-^^C ((R) - ( + ) -N- (4-fc°!Jv^/W -4- (l-T 5 7^5^/1^) ^ 
>'XT ^ K 2 HC 1 ) 
25 *^^T'fi. fb^i^ A(D 0 . 1 "/o.mWm miy&m 2 T'liM) . it-^mccDQ . 1 % 

mm mmm^xmm) ^fflv^fc. 


41 


wo 00/09162 PCT/JP99/044D3 

:Lthh(Dmm^i^i^2 3±3°c. mm 5 5± i o%iz.m'^^titzm^MX'm^L. 
mmmn (^4<r;^ h-^^. B^mmum) ^ i b i o o &mmmmLtz. ^^tki* 

5 ■f-^^^y^yu^mmmmm^m\'^xmmk3 0, eo, 90, 120, 150, 

^m^^^-f-^it^^l^J^^ ^y^i^^^^-^^T '^—'^(Dm^it (Masayoshi Uehata, 
etal.. Nature 389, 990-994, 1997.) J; lfiL^¥--^SS ^ V^MOflJt "9 

-fb-a-I^A ((+) -h^>^-4- (i-T^y^^/v) -1- (4 -fy v?/v;<7 

20 /W-^^^/U) >'i7n^dr-t^>' 2HC 1 • IHjO) 

it^mc ((R) - ( + ) -N- ( 4 - 1° y v^/L-) -4- (1-T5:yni^/V) 
^XT 5: K 2 HC 1 ) 

Um.mMx;h^it'^mAisxUit^mcii. ^n^*ti.JWTi-^-rs^i){^o. 1 2 

5, 0. 2 5. 0. 5. 1. 0%(Dm^XMmL. p H 7 IdpM t T^^SIlCffll/ ^ 
25 fco 
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wo 00/09162 PCT/JP99/04403 

y ^^2 7K*^ h y • 2 7kfp#i 0. ig 

mt-i- h y A 0 . 9 g 

5 mmmmm:^ m& 

1 0 0 m 1 


15 mm (m#fifefT, ?itL*:sci^, mftc^isg^4, 277-289, 1970) {cv^i^mm^cDmmm. 
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'M^^iL (jE^) 0 

mitmm i 

ij:m(DmmA'^i^-r^j^\z^mm 2 

#-5 3 

• , 40:0^^ ;t ^.e </ ^ 4 

' ^1/4 (0 T'fi^^l/^) 1 

- 1/4 J: "9:^. 1/2 SXT 2 

• 1/2 4; 0:;^^. 3/4 3 

'3M^^:K'^^mm 4 

■ jE^ 0 

%^(DKm (mi^t^r^m^) i 

• )ti:i^L-cst^L4-v\ mik. mm 

±x) 2 

MM 

•^ifiLJieL 0 

-Cfi|AMCjfil=t£35 0. 5 

^mm\z^^%^.m.m^j:m.m i 

• mi^xmmy£^m(o^^%<^jm^ 

ir^WB«/.?5SfNjfiLl= 2 

• W:«ictt<^#fe ( 2 J; "3 mi^) 3 


•MBR^<eL 0 

• mA-i^mim.]^ o. 5 

^j:mm 2 

'm<D^m^i^^tMM: 3 

•^ifa./<cL 0 

• mm(Dnm!k^(D\mt>yj:itm 0. 5 

' x^mm^j:ikwmm 1 

D. PBl 

■ ^Aifji'L 0 

• !Sa.w^^Rv^mimm 0. 5 

^^5;^ 1 

2 

E. ^^mi^ 

■ 0 

5{i^*<Dtco^i^*/<^v^) 1 

• Bj^^l«^L^^?>itSaS(^^^^^4^ 2 

3 
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«2 fb-&;^Afe-^8¥fiO'>i^=^BgPf^;=^='T ismn^i^) 
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«3 {t^!mct^^m<D'p-^^mmm^='T (3m(DW-m 
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PCT/JP99/D4403 


X. fkmm^m<Dmmx-i-t. it^mA^i^^Ltzm^it. \^^-m(Dmmi^^^^r 

mm±^. M-'^m'M^m^P^U. l^'l^r^S^^^^tP^Pt. plateau iris syndrome , 

TjctBl^fi. B;*:T'ttiM$nfc¥^l 0¥1trFlf^^2 4 7 7 6 2 -^-jo J:tJ<^fiJc 1 1 
1 2 2 9 6 (m-^m^t LT*5'9^ne>c7)F^^(i2fc|q^#|c:^T'a-a ^ 


wo 00/09162 PCT/JP99/04403 


2. R h o df^-- tfiJa^stiSr^-rsft^^j/i^Tte— ^SiC ( i ) 


Rb 


Ra- 


-N Rc 


0) 


C^tf , R a it^ 


R^ 


N A- 


R-^ 



(a) 


R^ 


R"= 


N A 


R" 


R" 


(b) 


r 


-N 


(c) 


NR' 


(d) 


10 (itcf". R^liTK^. r/U^/^:^7t(±it : -NR«R^ (^rX", R\ R^(l|^ — 

rMItK^s T/u^/l-. r^/^^^/i^, 7:^-/1-, ^ h o :^/cfiv^T y ^Ti^-r. 
15 -To 
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wo 00/09162 PCT/JP99/04403 


5 -f-ss^^i-o 

R ^ f±7K ^ * {4 T yi' dr /P ^ ^-Tc 

R^ R-'JilWl — ^fri4^/=eoT7k^s T/I^^/l^. T^/V^/l^. ^^o^^-. - Hp. 
R^° 

{CH2)i(C)„(CH2) 

R^^ 

^ (c) 4". L{47K^x T/U=3r/U. T^/T/l'^/l'. ■ i^T /l-^/l-T ^ y T 

T5: v'y fcs^^i^ 
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wo 00/09162 PCT/JP99/04403 


O 



(i) 


y /1-Sfcfi5 -y^ ^yl^- 3 y- 2, 3, 4, 5 -7" h 7 t F o t° y 

— 6 --^/u^^i-^ 

^ (c) 4^. fi^^li-fi*£^*/i(i-m*^^^^j^-ro 
15 R^(i7K^. tK^S^ T/V^":^:^, T/i'=i=^i^:^/i-^"=^/i':*-^i^. T/i':^7 y ^ /^:;d- 


wo 00/09162 


PCT/JP99/04403 


3 . R h o ^')—ifmmm^^'^-t:^it^m>Tm-nk^ ( i ') 

O Rb 

(!•) 


Ra- 


-N- 


-Rc 


[^•f. Ra' (iit 


R'v 


R 


1^ 


N A- 


RV 


R^ 


N A" 



R" 


(a') 


(b') 
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wo 00/09162 PCT/JP99/04403 


(CH2)i(CU(CH2)n (e) 

5 RbllTK^. T/L-^/V, T^/^^^^. /T/U^/U^fcfi^y • v?T/l'=3r/l'T 

10 4. Rh odf^-- e'pa^S+i^^-rS^b^i^/}^ ( + ) - h^lyy^- 4 - 

y^^/V) -1- (4 v?/L';^7/W<^^/U) i^if a^drit-:^, ( + ) -h^^^;^ 
-N- (lH-t:°c30 C2, 3-b) t° y v>">- 4 --T /l^) -4- (l-T^y^ 
^/U) iy^ o^^-f)-ly:^/U7ji^-t^ Y^, (R) - ( + ) -N- (4-t°yv?/^) -4 
- (1 -T5 7^5^yW ^VXT^ K, (R) - ( + ) -N- (1 H-t'nn [2, 

15 3-b] trVr^>-A — f /i^) -A- (i-T^/^^/u) -<^XT ^ K*5j;tJ«/ 

8 . R h o :3r-:h— tfPfl.«^t*<^^-r5{b^4^>i5T|2-^5C ( I ) 
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wo 00/09162 


PCT/jrP99/04403 


Ra- 


O Rb 


-N Rc 


(I) 


R a (i^ 


R. 


R^ 


N A- 



(a) 


R^ 


:n — PC 


K 


Or 


R" 


R= 


(b) 


r 


-N 


(c) 


[it (a) *5J:t/ (b) 4'. Rfi7K^^ T/u=3r /i-*fcli^±i::gi^S^^ LTV ^T 


NR' 


(d) 


R^ 


(iC4>, R«tt7K*. T/^=^/^*fc^i^ : -NR« (rz-C\ R\ R^{ilWl- 

^fcfi^T'.^ oTtK*, T/l'^/^s T 7/^^/1^^ 3: :=^/V^^-t"o ) ^^L. 
RMStK^, T/V-^fV, r=7f\^^f^. :7:t^/i-, r:^ K D ^fcl^i^T y Sr^F-To * 

-to 

15 */cl±. RtRMi^*-a-LTPM-rS^^/^>^^<!:<^ti(^^'t'{'^*bi:i^^m^. «itt 
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wo 00/09162 PCT/JP99/04403 

R ^ {i7K# * ii T /L' ^ /I' ^ ^j^-Tc 

R\ R'lilBl-^/cli^/^oTTK*. T/l-^/l'. T7/l-=^r/U. ^-a^v, h n , 

R^° 
I 

{CH2)i(CU(CH2)n (e) 

R" 

ti. R'°,hR^MiSiS-a-UTv'^'ciT/l-^/^$:ff^J5jci-'5S^?j^-ro K m, n ti^H 
St (c) rfi^ LliTK^. r^/T/^dr/u, • i>Tyw^/VT ^ 7 T 

T 5 i>V <^:T^-r;i\ fcSi/Mixt 


o 



(i) 
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wo 00/09162 PCT/JP99/04403 

(^q^, Bli7K^> T/U^/l-. T)\^rni^iy^ T^/^^/l'. T ^yV^/^^^v-, T 5: 
if>.=^)^^r J\^^f'^. a -T =: y '<>'>^/^. ^U/U, t°i;i//U. ^j^r^/l', :7icr:/PT 

10 :7y/^^^c{i5-y^/l^-3-;d-=Sry-2, 3, 4, 5 h7 t t°y ^v?^ 
-6-^/1-^:^^-0 

*fc. St (c) 4". WMX-i-W^^-^fz-nzLmM^^ir^-to 
5: y T/^^/^^^j^-To 

9. R h o :5r-^— e~|3as?gti<&W-rs^b^'^/i5Tie-)l3:5t ( i ') 


O Rb 



[it't', R a ' 1*5*: 
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wo 00/09162 


PCT/JP99/04403 


(a') 


(b-) 


/cfig^S^ W LTV t J; V >^mJ^^^^-^A/Ta J; t ^mmm^m 

R\ RMilB] — ^fcfi^T'^o-rTk*. T/^^/l^. T^/V^^/l-, /M=r>r>, - ho, 

R^° 
I 

(CH2)i(C)m(CH2) 

R^^ 

59 



wo 00/09162 PCT/JP99/04403 

10. Rh o^-r—^mmm\±^^-r^it'^!^iK (+) -h7>'^-4- (i-r 

^ y =iL^/U) —1— (4 — t°y v^/WT?/^^^^'/^) v-y n-'-^3e-!^>\ ( + ) — j. 
10 >^-N- (lH-b:°c2D [2, 3-b] t°yi^>'-4 — f /l-) -4- {l-T^y 

i/^' 0'^^■^^>';^?/^4^>-^^5: k> (r) - (+) -n- ( 4 - f y v^/i-) - 

4- (l-r 5/^^/1^) ^^XT5: H\ (R) - ( + ) -N- (lH-t°aa [2, 

3-b] t''yv^^-4 — r/w) -4- (i-T^y^^/i^) ^'^y<r ^ h^isxifx 
15 m- mmmmmm.^mo 

14. R h o =3r^— If PflS^tS^^-rS^k-^i^Ji^Ticl-^^it ( I ) 
O Rb 

II I m 

Ra C N Rc ^ ' 
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wo 00/09162 


PCT/JP99/04403 


N- 


R^ 



L 


N 



R 


R'fiTK*. 7-/1-=^/^. /L-, - h nr^/c{ii/r y ^^j^-r, * 

10 -To 

^1^^=-* fcfiSi^S* W LTV ^T ct V ^^^/^,^-Sr-^ A.T'1/ J; v ^^*m$rffM 
15 ■t'S^^TTKi",. 


nr"^ 



wo 00/09162 


PCT/JP99/04403 


o 



(i) 


15 ;J?:=i/l'T/W^/I^. a -T 5: /^>'i//l'. y' y t'^v/V, y'^in/U, y'^n^/l-T 

62 


wo 00/09162 


PCT/JP99/04403 


5 7 y /V^/:ifi5 -7*5^^1^- 3 -;i-:3r y- 2, 3, 4, 5 -7^ h 7 t Kd fc°y ^i/^' 

— 6 — -Y/i'^Tj^i'c 

1 5. R h o:^r:^— tfPflSStt^^r-t-'S^k-^i^/i^TtS-^SlTt (I') 
O Rb 

II I ,r, 

Ra' C N Rc ^ ' 

C^'t'. R a ' fiSC 
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wo 00/09162 


PCT/JP99/044D3 


R =^ tK ^ :^ T /I- ^ /i^ ^ ^r:-f-o 

R\ RNilB] — ^fdfi^/^oTTk*. r/w^^r/i-. T^/^^/^, yNoyv, -hn, 
A fist 

r" 

^j^;^pj^-cfo5ft5R(7)$a[a 1 3 ^ fell 1 4m^(omi^]m-(Di'm • i^w,:^^^o 

16. Rh o^^-- eM?gt4^^-rsfl:^#j;i^ (+) -h^>'^-4- (1-T 

—1— (4 - t°y v==>'l';^/W<^-l'/l') ^ P -t^ > , ( + ) - ^ > 
^-N- (iH-t'no [2. 3-b] f y v^>- 4 --T /V) -4- (l -T K / 
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wo 00/09162 


PCT/JP99/04403 


^^/i') iy^y K. (R) - (+) -N- ( 4 - 1° y v^/u-) - 

4 - ( 1 - T^ y^^/L-) -<>XT 5 H\ (R) - ( + ) -N- (1 H-t=an [2, 
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